Page 1 of 1 



m>n*smmt a p) m & ^ ft & $g (a> oi^ais&is^ 

»HW1 1-158055 

(43) SiSS ^11^<JW)6HJ5S 



FI 

A6 1K 7/48 

7/00 C 
F 

J 

W 

m&®$ mm mmms fd c^isx) Muriate 







(71)!iSJSA 


00013532* 






























<72>fg(8tf 


±» ft- 
























mm m 
































8a?!)SABlifIilWH"r*iPJ:ll«-l 1* 














<74)ftSA 





(54) [£H««fM 



(57) mm 

mm &mm, mtiEwm^omMmwrn 
ma f t^s^t, s & c -n s © s^g-ft? ., 7 m t l, i t ; ? ' 



A 6 1 K 7/4S 
7/00 




S 0.5 I 1.1 2 IS 3 J-5 J 



,:// www 4.ipdl.inpit.go.jp/TD/web041/20100828025541158141.i 



8/27/2010 



JP,11-158055,A [DETAILED DESCRIPTION] 
* NOTICES * 



Page 1 of 5 



JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original precisely. 
2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 

[Detailed Description of the Invention] 
[0001] 

[Field of the lnvention]A moisturizing action, a cornification normalizing effect, and a cutis fibroblast 
activation operation are enhanced synergistically, and this invention is continuous, has an improvement of 
the effective aged symptoms of the skin, a prevention operation, a surface deterioration improving action, 
and a lustrous skin operation, and relates to the skin external preparations in which low-stimulus nature is 
shown further. It is related with the skin external preparations containing one sort of one sort chosen from 
the mixture of the sugar which one sort of 2-hydroxyfatty acid or two sorts or more, and a hydroxylation alkali 
solution were made to act, and was made to isomerize in more detail, chitosan, and its derivative or two 
sorts or more, amino acid, and its derivative, or two sorts or more. 
[0002] 

[Description of the Prior Art]2-hydroxyfatty acid has the effect outstanding to the improvement of the 
keratonosis of the skin, moreover - it is reported by Mr. Eugene Jay Van Scott and others that cutis 
fibroblast is activated and aged symptoms, such as wrinkles of the skin and a stain, can be improved 
(Cutis43(3) 222-228 (1989).) Skin external preparations, such as cosmetics containing them, such as JP,H5- 
139947,A, are also marketed. 

[0003] However, when it was going to improve aged symptoms, such as wrinkles of the skin, and a stain, 
effectively for a short period of time, 2-hydroxyfatty acid needed to be blended quite so much, and the 
manifestation of skin irritation had become a problem. In obtaining an effective operation from an operation 
of 2-hydroxyfatty acid being transient, it needed to apply to the skin repeatedly on the 1st, and had resulted 
in getting worse being not only complicated but a skin stimulus reaction. 
[0004] 

[Problem(s) to be Solved by the lnvention]Then, in this invention, while reducing the content of 2- 
hydroxyfatty acid as much as possible, The skin irritation was eased and the moisturizing action, the 
cornification normalizing effect, and the cutis fibroblast activation operation were enhanced synergistically, 
and it is continuous and aimed at obtaining the skin external preparations which have an improvement of the 
effective aged symptoms of the skin, a prevention operation, a surface deterioration improving action, and a 
lustrous skin operation. 
[0005] 

[Means for Solving the Problem]As a result of examining many things, in order to solve above-mentioned 
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SUBJECT this invention persons, By using together with 2-hydroxyfatty acid chitosan, the derivative and 
amino acid of sugar which a hydroxylation alkali solution was made to act and was made to isomerize, and 
its derivative, and making them contain, [ a mixture, ] A moisturizing action, a cornification normalizing effect, 
and a cutis fibroblast activation operation improve and continue synergistically, Loadings of 2-hydroxyfatty 
acid required to acquire an effective effect can be reduced substantially, and it finds out that a surface 
deterioration improving action and a lustrous skin operation further exceeding prediction are obtained, and 
came to complete this invention. 

[0006]That is, this invention makes a skin external-preparations base contain one sort of one sort chosen 
from a mixture of sugar which one sort of 2-hydroxyfatty acid or two sorts or more, and a hydroxylation alkali 
solution were made to act, and was made to isomerize, chitosan, and its derivative or two sorts or more, 
amino acid, and its derivative, or two sorts or more, and changes. 
[0007] 

[Function]ln this invention, the improvement in synergistic of the synergistic and continuous activation 
operation of fibroblast obtained by concomitant use of each constituent and a keratin removal action is 
shown below. 

[0008]First, seeding of the Homo sapiens origin fibroblast is carried out to 96 hole microplate so that it may 
become a 2.0x1 0 4 individual per one well, It cultivated at 37 ** by the Dulbecco correction basic nutrient 
medium (DMEM) containing fetal calf serum of 1.0 capacity % which added each sample shown in Table 1 
in 24 hours so that it might become the last concentration shown in front [ the ]. Exchange for DMEM which 
contains 2-(4,5-dimethyl- 2-thiazolyl)-3,5-diphenyl teterazolium bromide (MTT) 20 microg/ml in [ 0.5,1,2 ] a 
culture start and 4 hours, and it cultivates at 37 ** for 2 hours, The formazan produced by the ring breakage 
of a tetrazolium ring was measured with the absorbance at 560 nm. The system cultivated by the 1.0 
capacity % fetal-calf-serum addition DMEM was considered as contrast, and the system cultivated by the 
5.0 capacity % fetal-calf-serum addition DMEM was made into positive control. The relation between the 
activation index which expressed the absorbance in contrast as 100.0, and the culture time in the inside of 
the culture medium containing each sample showed the result to drawing 1 . Applying the isomerized sugar 
mixture in Table 1 to the example of manufacture mentioned later, the presentation is as being shown in 
Table 2. 
[Table 1] 
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[Table 2] 
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[0009]ln drawing 1 , when the sample 1 only containing 2-hydroxyacetic acid was added, to (1), the activation 
index became the maximum (275.4) in [ of culture ] 2 hours, and it was decreasing after it. When the sample 
2 containing 2-hydroxyacetic acid and an isomerized sugar mixture was added, the activation index was too 
set to (2) with the maximum 2 hours after culture, but as for the activation index, enhancement of 336.3 and 
a fibroblast activity-ized operation was accepted. On the other hand, when the sample 3 containing 2- 
hydroxyacetic acid, an isomerized sugar mixture, chitosan, and a glycine was added, the activation index 
amounted to 427.8, and it was highly maintained by (3), without falling 4 hours after culture. That is, when 2- 
hydroxyfatty acid, the isomerized sugar mixture, the chitosan, and the amino acid which are the essential 
ingredients of this invention were contained, activation of fibroblast being reinforced synergistically and 
becoming durability was shown. Also about positive control (4), the activation index became the maximum 
(157.5) 2 hours after culture. 

[0010]Subsequently, the keratin removal action was evaluated by making into a sample the solution 
containing the ingredient shown in Table 3. Evaluation makes one group ten patients who present the 
hyperkeratosis, and with a blind each sample solution of Table 3 in each group A bis die, You made it use 
0.5 ml at a time for a wrist glove part for one week, and it carried out by microscope observation comparing 
about the specimen which carried out tape stripping and extracted the state of the horny layer before the 
beginning of using and after the end of use. The degree of multiplex exfoliation estimated the state of the 
horny layer, it was mark-ized in accordance with the judging standard shown in Table 4, and was shown in 
Table 5 in quest often persons' average value. 
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[0011] 
[Table 5] 
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In the sample 8 spreading group containing 2-hydroxyacetic acid, the isomerized sugar mixture, the 
chitosan, and the glycine which are the essential ingredients of this invention, so that more clearly than 
Table 5. The degree of multiplex exfoliation of the keratin after use improves notably, and it was shown that 
the keratin accumulated without exfoliating by superfluous hyperkeratosis is removed good. On the other 
hand, although the improvement of the degree of keratin multiplex exfoliation was accepted in the sample 5 - 
sample 7 use group containing the sample 1 which contains 2-hydroxyacetic acid independently, and each 
of 2-hydroxyacetic acid, an isomerized sugar mixture, chitosan, and a glycine, Compared with the sample 8 
use group, it was [ the extent ] low, and the improvement of the significant degree of keratin multiplex 
exfoliation was not accepted in the sample 2 - sample 4 use group which contain an isomerized sugar 
mixture, chitosan, and a glycine by each independent one. 
[0012] 

[Embodiment of the lnvention]ln this invention, the thing of the carbon numbers 2-10 can use it preferably as 
2-hydroxyfatty acid. For example, 2-hydroxyacetic acid (glycolic acid), 2-hydroxypropionic acid (lactic acid), 
2-hydroxybutanoic acid (2-hydroxybutyric acid), 2-hydroxypentanoic acid (2-hydroxyvaleric acid), 2- 
hydroxyhexanoic acid (2-hydroxycaproic acid), 2-hydroxyheptanoic acid (2-hydroxyenanthic acid), 2- 
hydroxyoctanoic acid (2-hydroxycaprylic acid), 2-hydroxynonanoic acid (2-hydroxypelargonic acid), the 
straight chain saturated fatty acid that has a hydroxyl group in the 2nd place called 2-hydroxydecanoic acid 
(2-hydroxycapric acid), 2-hydroxy propenoic acid (2-hydroxyacrylic acid), 2-hydroxy-trans-2-butene acid (2- 
hydroxycrotonic acid), 2-hydroxy-cis-2-butene acid (2-hydroxy isocrotonic acid), 2-hydroxy-2-hexene acid, 2- 
hydroxy-3-hexene acid, 2-hydroxy-4-hexene acid, 2-hydroxy-5-hexene acid, 2-hydroxy-2-heptenoic acid, 2- 
hydroxy-3-heptenoic acid, 2-hydroxy-5-heptenoic acid, 2-hydroxy-6-heptenoic acid, 2-hydroxy-cis-2- 
octenate, 2-hydroxy-trans-2-octenate, 2-hydroxy-3-octenate, 2-hydroxy-cis-2-noneneacid, 2-hydroxy-trans- 
2-noneneacid, The straight chain monoene acid which has a hydroxyl group in the 2nd place, such as 2- 
hydroxy-3-noneneacid, 2-hydroxy-2-decenoic acid, 2-hydroxy-4-decenoic acid, and 2-hydroxy-9-decenoic 
acid, The dienoic acid which has a hydroxyl group in the 2nd place, such as 2-hydroxy-2,4-hexadiene acid 
(2-hydroxysorbic acid), 2-hydroxy-3-methylbutanoic acid (2-hydroxy isovaleric acid), 2-hydroxy-2- 
ethylbutanoic acid, 2-hydroxy-2-methylpentanoic acid, 2-hydroxy-4-methylpentanoic acid (2- 
hydroxyisocaproic acid), The branched chain fatty acid which has a hydroxyl group in the 2nd place, 2- 
hydroxy-2-ethylhexanoic acid, 2-hydroxy-7-methyloctanoic acid (2-hydroxy isononanoic acid), etc., The 
tricarboxylic acid etc. which have a hydroxyl group are mentioned to the 2nd place, the dicarboxylic acid 
which has a hydroxyl group in the 2nd place, tartaric acid, malic acid, etc., citrate, etc., and one sort or two 
sorts or more are chosen and used from these. As content in skin external preparations, if pharmaceutical 
preparation stability, a bioavailability, etc. are taken into consideration, about 0.01 to 5.0 % of the weight is 
suitable. 

[0013]The mixture of the sugar which the hydroxylation alkali solution was made to act and was made to 
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isomerize which is the second essential ingredient in this invention is a reaction generation mixture obtained 
by making isomerize sugar with hydroxylation alkali solutions, such as sodium hydroxide and a potassium 
hydrate. 

The things which made especially glucose or lactose isomerize, or these mixtures are used preferably. 
These can be manufactured by the method etc. which were indicated in JP,48-1504,B. As content in skin 
external preparations, if pharmaceutical preparation stability, a bioavailability, etc. are taken into 
consideration, about 0.01 to 10.0 % of the weight is suitable. 

[0014]As the chitosan which is the third essential ingredient in this invention, and its derivative, the 4th class- 
ized derivatives, such as with a molecular weight of about 10,000 to 100,000 chitosan and partially 
deacetylated chitin, and N-trimethyl ** chitosan, etc. are mentioned, and one sort or two sorts or more are 
chosen and used from these. As content in skin external preparations, about 1.0x10" 6 -1.0 % of the weight is 
suitable in consideration of the influence of the physical characteristic on pharmaceutical preparation, etc. 
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CLAIMS 

[Claim(s)] 

[Claim 1]Skin external preparations containing one sort chosen from one sort chosen from a mixture of 
sugar which one sort of 2-hydroxyfatty acid or two sorts or more, and a hydroxylation alkali solution were 
made to act, and was made to isomerize, chitosan, and its derivative or two sorts or more, amino acid, and 
its derivative, or two sorts or more. 

[Claim 2]The skin external preparations according to claim 1 , wherein one sort of 2-hydroxyfatty acid or two 
sorts or more are chosen from 2-hydroxyfatty acid of the carbon numbers 2-10. 
[Claim 3]The skin external preparations according to claim 1 or 2, wherein a mixture of sugar which a 
hydroxylation alkali solution was made to act and was made to isomerize is chosen from things which made 
glucose or lactose isomerize, and these mixtures. 

[Claim 4]The skin external preparations according to claim 1 to 3, wherein molecular weights of chitosan and 
its derivative are 10,000-100,000. 
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